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(57) Abstract 

A method for detecting kidney diseases at the early stage characterized by measuring the concentration of human Iipocalin-type 
prostaglandin D synthase in a body fluid sample collected from a subject and comparing the thus measured concentration with the human 
lipocalin-type prostaglandin D synthase concentration of body fluid samples obtained from healthy subjects; and a method for pathologically 
controlling kidney diseases characterized by measuring the concentration of human lipocalin-type prostaglandin D synthase in a body fluid 
sample collected from a subject and evaluating the glomerular filtration level of the patient therefrom. 
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3 0 5. JAPAN 



8^ (1 9 9 6) 1 0 n 1 6 B 



INTERNATIONAL F< 



(Translation ) 



BUDAPEST TREATY ON THE INTERNATIO- 
NAL RECOGNITION OF THE DEPOSIT OF 
MICROORGANISMS FOR THE PURPOSES OF 
PATENT PROCEDURE 

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 

issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page. 

TO DEPOSITOR: 

Name: MARUHA CORPORATION 

Representative: Keijiro NAKABE 
Address: 1-2 Otemachi 1-chome, Chiyoda-ku, Tokyo 100 



1 . IDENTIFICATION OF MICROORGANISM 



Identification Reference Given by the Depositor: 
1B7 



Accession Number: 
FERM BP-5709 



. A SCIENTIFIC DESCRIPTION AND/OR PROPOSED TAXONOMIC POSITION 

The microorganism identified under I above was accompanied 
by a document stating the following item(s). 
PI A Scientific Property 
l~~l Taxonomic Position 



3 . RECEIPT AND ACCEPTANCE 



This International Depositary Authority accepts the microorganism 
identified under 1 above, which was received on September 21, 1995. 

(date of the original deposit) 



4 . RECEIPT OF REQUEST FOR TRANSFER 



This International Depositary Authority received the microorganism 
under 1 above on September 21, 1995 (date of the original deposit), and 
received on October 16, 1996, a request for transfer from the original 
deposit to the deposit under the Budapest treaty* 
(Transferred from FERM P-15195 deposited on September 21, 1995 



5 . INTERNATIONAL DEPOSITARY AUTHORITY 



Name: National Institute of Bioscience and Human-Technology 
Agency of Industrial Science and Technology 

Representative: Michio Oishi (sealed) 

- - Dr. DIRECTOR-GENERAL. . ... .. _. 

Address: 1-3, Higashi 1-chome, Tsukuba-shi, Ibaraki-ken 305 Japan 

Date: October 16, 1996 



INTERNATIONAL 




(Translation ) 



BUDAPEST TREATY ON THE INTERNATIO- 
NAL RECOGNITION OF THE DEPOSIT OF 
MICROORGANISMS FOR THE PURPOSES OF 
PATENT PROCEDURE 

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 

issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page. 

TO DEPOSITOR: 

Name: MARUHA CORPORATION 

Representative: Keijiro NAKABE 
Address: 1-2 Otemachi 1-chome, Chiyoda-ku, Tokyo 100 



1 . IDENTIFICATION OF MICROORGANISM 



Identification Reference Given by the Depositor: 
6F5 



Accession Number: 
FERM BP-5710 



. A SCIENTIFIC DESCRIPTION AND/ OR PROPOSED TAXONOMIC POSITION 

The microorganism identified under I above was accompanied 
by a document stating the following item(s). 
[□ A Scientific Property 
□ Taxonomic Position 



3 • RECEIPT AND ACCEPTANCE 



This International Depositary Authority accepts the microorganism 
identified under 1 above, which was received on September 21, 1995. 

(date of the original deposit) 



4 . RECEIPT OF REQUEST FOR TRANSFER 



This International Depositary Authority received the microorganism 
under 1 above on September 21, 1995 (date of the original deposit), and 
received on October 16, 1996, a request for transfer from the original 
deposit to the deposit under the Budapest treaty. 
(Transferred from FERM P-15196 deposited on September 21, 1995 



5 • INTERNATIONAL DEPOSITARY AUTHORITY 



Name: National Institute of Bioscience and Human-Technology 
Agency of Industrial Science and Technology 

Representative : Michio Oishi (sealed) 

Dr. -DIRECTOR-GENERAL. . 

Address: 1-3, Higashi 1-chome, Tsukuba-shi, Ibaraki-ken 305 Japan 

Date: October 16, 1996 



INTERNATIONAL 



(Translation) 



BUDAPEST TREATY ON THE INTERNATIO- 
NAL RECOGNITION OF THE DEPOSIT OF 
MICROORGANISMS FOR THE PURPOSES OF 
PATENT PROCEDURE 

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 

issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page. 



TO DEPOSITOR: 
Name: 

Address : 



MARUHA CORPORATION 

Representative: Keijiro NAKABE 
1-2 Otemachi 1-chome, Chiyoda-ku, Tokyo 100 



1 . IDENTIFICATION OF MICROORGANISM 



Identification Reference Given by the Depositor: 
7F5 



Accession Number : 
FERM BP-5711 



2 . A SCIENTIFIC DESCRIPTION AND/OR PROPOSED TAXONOMIC POSITION 

The microorganism identified under I above was accompanied 
by a document stating the following item(s). 
[H A Scientific Property 
□ Taxonomic Position 



3 . RECEIPT AND ACCEPTANCE 



This International Depositary Authority accepts the microorganism 
identified under 1 above, which was received on June 6, 1996. 

(date of the original deposit) 

4 . RECEIPT OF REQUEST FOR TRANSFER 



This International Depositary Authority received the microorganism 
under 1 above on June 6, 1996 (date of the original deposit), and 
received on October 16, 1996, a request for transfer from the original 
deposit to the deposit under the Budapest treaty. 
(Transferred from FERM P-15673 deposited on June 6, 1996 



5 - INTERNATIONAL DEPOSITARY AUTHORITY 



Name: National Institute of Bioscience and Human-Technology 
Agency of Industrial Science and Technology 

Representative: Michio Oishi (sealed) 
_ _ Dr. DIRECTOR-GENERAL. 



Address: 1-3, Higashi 1-chome, Tsukuba-shi, Ibaraki-ken 305 Japan 

Date: October 16, 1996 



INTERNATIONAL 



(Translation) 



BUDAPEST TREATY ON THE INTERNATIO- 
NAL RECOGNITION OF THE DEPOSIT OF 
MICROORGANISMS FOR THE PURPOSES OF 
PATENT PROCEDURE 

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 

issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page. 

TO DEPOSITOR: 

Name: MARUHA CORPORATION 

Representative: Keijiro NAKABE 
Address: 1-2 Otemachi 1-chome, Chiyoda-ku, Tokyo 100 



1 . IDENTIFICATION OF MICROORGANISM 



Identification Reference Given by the Depositor: 
9A6 



Accession Number : 
FERM BP- 57 12 



. A SCIENTIFIC DESCRIPTION AND/OR PROPOSED TAXONOMIC POSITION 

The microorganism identified under I above was accompanied 
by a document stating the following item(s). 
[H A Scientific Property 
□ Taxonomic Position 



3 . RECEIPT AND ACCEPTANCE 



This International Depositary Authority accepts the microorganism 
identified under 1 above, which was received on June 6, 1996. 

(date of the original deposit) 

4 . RECEIPT OF REQUEST FOR TRANSFER 



This International Depositary Authority received the microorganism 
under 1 above on June 6, 1996 (date of the original deposit), and 
received on October 16, 1996, a request for transfer from the original 
deposit to the deposit under the Budapest treaty, 
(Transferred from FERM P-15674 deposited on June 6, 1996 



5 . INTERNATIONAL DEPOSITARY AUTHORITY 



Name: National Institute of Bioscience and Human-Technology 
Agency of Industrial Science and Technology 

Representative : Michio Oishi (sealed) 
- - - - Dr .. .DIRECTOR-GENERAL. 

Address: 1-3, Higashi 1-chome, Tsukuba-shi, Ibaraki-ken 305 Japan 

Date: October 16, 1996 



INTERNATIONAL F 



(Translation) 



BUDAPEST TREATY ON THE INTERNATIO- 
NAL RECOGNITION OF THE DEPOSIT OF 
MICROORGANISMS FOR THE PURPOSES OF 
PATENT PROCEDURE 

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 

issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page* 

TO DEPOSITOR: 

Name: MARUHA CORPORATION 

Representative: Keijiro NAKABE 
Address: 1-2 Otemachi 1-chome, Chiyoda-ku, Tokyo 100 



1 ♦ IDENTIFICATION OF MICROORGANISM 



Identification Reference Given by the Depositor: 
10A3 



Accession Number: 
FERM BP-5713 



2 . A SCIENTIFIC DESCRIPTION AND /OR PROPOSED TAXONOMIC POSITION 

The microorganism identified under I above was accompanied 
by a document stating the following item(s). 

■ A Scientific Property 

■ Taxonomic Position 



3 . RECEIPT AND ACCEPTANCE 



This International Depositary Authority accepts the microorganism 
identified under 1 above, which was received on June 6, 1996. 

(date of the original deposit) 



4 . RECEIPT OF REQUEST FOR TRANSFER 



This International Depositary Authority received the microorganism 
under 1 above on June 6, 1996 (date of the original deposit), and 
received on October 16, 1996, a request for transfer from the original 
deposit to the deposit under the Budapest treaty, 
(Transferred from FERM P-15675 deposited on June 6, 1996 



5 . INTERNATIONAL DEPOSITARY AUTHORITY 



Name: National Institute of Bioscience and Human-Technology 
Agency of Industrial Science and Technology 

Representative : Michio Oishi (sealed) 

- - Dr . DIRECTOR-GENERAL . - . - _ 

Address: 1-3, Higashi 1-chome, Tsukuba-shi, Ibaraki-ken 305 Japan 

Date: October 16, 1996 
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\ 



PATENT COOPERATION ^J^\TY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



(PCT Article 36 and Rule 70) 


Applicant's or agent's file reference 
PH-686-PCT 


SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Examination Report (Form PC T/IPEA/4 1 6) 


International application No. 


International filing date (day/month/year) 


Priority date (day/month/year) 


PCT/JP99/04804 


03 September 1999 (03.09.99) 


04 September 1998 (04.09.98) 


International Patent Classification (IPC) or national classification and IPC 




GO IN 33/573 






Applicant 


MARUHA CORPORATION 





This international preliminary examination report has been prepared by this Internationa] Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



sheets, including this cover sheet. 



□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
Certain observations on the international application 



II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Date of submission of the demand 

31 March 2000 (31.03.00) 


Date of completion of this report 

27 October 2000 (27. 1 0.2000) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



^^fL International application No. 
INTERNATIONAL l^PlMINARY EXAMINATION REPORT PCT/JP99/04804 



I. Basis of the report 



1 . With regard to the elements of the international application:* 
[~^| the international application as originally filed 

| 1 the description: 

pages ? as originally filed 



pages 

pages . filed with the letter of 



, filed with the demand 



D 



the claims: 

pages > as originally filed 

pages , as amended (together with any statement under Article 19 
pages , filed with the demand 
pages , filed with the letter of 

| | the drawings: 

pages » as originally filed 

pages . filed with the demand 

pages , filed with the letter of 

| [ the sequence listing part of the description: 

pages ' as originally filed 

pages > fi Jec * witn tne demand 

pages . filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23. 1 (b)). 
1 | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 

or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I 1 contained in the international application in written form. 

| 1 filed together with the international application in computer readable form. 

1 | furnished subsequently to this Authority in written form. 

1 | furnished subsequently to this Authority in computer readable form. 

| | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
| | The statement that the information recorded in computer readable form is identical to the written sequence listing has 

been furnished. 

4. | 1 The amendments have resulted in the cancellation of: 

1 1 the description, pages 

I 1 the claims. Nos. 



I | the drawings, sheets/fig . 



I I This" report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article J 4 are referred to 
in this report as "originallv filed" and are not annexed to this report since they do not contain amendments (Rule 70 J 6 

and 70. 1 7). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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9D] x M&7-m&x.tz*.& t vmmzrvx? > s> >d or 

* [Kuruvilla et al. . Brain Research. 565, 337-340 (1991). Zahn et al., 
Neuroscience Letters, 154. 93-95 (1993)] XtifllSU Ltz t h 0- V U-x 
<tcDl£& [Hoffmann et al., J. Neurochem. , 61(2). 451-456 (1993)] fi<rrt> 
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fctettSStU iiftlOiia7'DX^r7>^>D^B3lcDNA [Nagata e 
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MOMB^t. 1 Jfr* L < « 2 ~ 5 B«K. ft#£&ffi|g£&£ 

t5o ia{*M*fc*fflJJ&i: LTttn WWlBfa^ U >'<«Sffliau **8ifilfflflS 
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-497(1978)] . P3 X63 Ag8U.l(P3Ul) [ATCC CRL-1580; Current Topics in Micr 
obiology and Immunology. 81.1-7(1978)]. P3X63Ag8. 653 [ATCC TIB-18; Burop 
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nl©5io--7«ia<!:tS:«cft^ilHia<t«r, fi^lfc 1 : 1-10-?. m*J&ih 1 : 6 
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K — "=? 1 X10 7 ~ 1 iff* L < »5x 10' 1X10 8 ® 
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(3) »f|IM7 h'i? >Xtt^ hU^ h 7 h*y > 

(4) S@Si 

® ttm<Dim 

7fclc##£*U ^©ffiayn7^/7>^>D^»$cDNA [Nagata e 
t al.. Proc. Natl. Acad. Sci. USA. 88. 4020-4024 (1991)] fclfrfticfifcl.^ 
*8§g> CHO*fflBMF*ffll>T**8M!TS<5o "T^^t.. KSI^d ^5 > 

C tick *K JfiSI^PX* r 5 v^>D SC£ So 

D-f> h<Z>^7c±T S*j*'<> h\ BCG, * -f ^ - "7 y ? X (Cy tR 

x t£«) . >^y h^^>T->#W^-<^*<^«/t»n, Ctlt. 
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So 

S5Elli, ^nx*^5>i>>Daj*II*©£*ffllM^|**^BT*<5 ( 
*y * cr-^Mn:#lB7 ffifli) o 

* n-^-/I/ta#6F5 . 
ft 7 Ellis ^ a X ^ /5 > ^ > D^»f O^tfflgfffiS^^tET* 5 ( 
K-f y ^ELISA&JCcfc ifcfttt : * o - *-;HfcfltlB7 <£ffls -&tfc 

ft8EI(is ^PX^^>y>D*i««f*036Jlffl«|i»fl«l**-riaT*S ( 

K-f y^-BLISAtttC J: : ^ a -^-^ttfrBF5 Mffls ~<^$t 

ft 9 Ellis 707^7 >i> >D£fifcR*©Mffl«*tttt£iF-rEIT*4 [ 

K-T -y f-ELISAj4(r c tS/ / — <^iit^ : *y ^ n-^-^Uiit^lB7 <£ffi N -fctfi; 
f* : b'^WttfiJ *o-^-;Utrt# (A) , h"*r>it7PS (B) , \Z*f->il 
10A3 (C) ffiffl) o 

ftl OBIi, tvTsftr^ >y>D^fiM**©JE«ffl«i|^i**3jmaT?*S 

C*> K-T «y ^ELISAj$K«fcS/— : * o -:>-yU$t#10A3teffl, -ft 
fit* : fc'^Wb* ? o-^/l/J/tf* (A) , \£**>4tm (B) ffiffl) o 
ftl lBJis rDX^^5>^>D^J5fc**©S«ffl*H6*«*^BT*S 
> K-f y ^EUSA&lCfcS/— ftttf* : *^ if o -*-/l/$fc#7F5 Ms 
iftffc : tftf-f- Wfc* y * D-^Ufcfl: (A) . b'Ji-f-WklB7 (B) teffl) o 
ftl 2B(*. «WlBl*»4:-!f>ryu©#WSHft*^-rBl?*S 0 
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mi a an. 7*xfir?>v>D&j&m&*m7£Ltzig&**i-WT'*,z> 0 

(l) ftliiONtt 

Bc23ALA : KJiJ#-*§- 1 
78NMUTA : K?iJ#-^ 2 
PCRIt TaqDNA^yy^— fe*(MJittli!X #Jpg|*3SS EcoRU XhoK T4DN 
A U^— tf(JK±^ffl*ttS!)4:ffll^ PCR&# 94tT5|*fas 45lCT3tHW 

*&SBejiJ±TW152Sg<D^T— y (G) ^&327#BO-> h •>> (C) 

5' -*S&fC BcoRI^W h*<*A*tl*o COlifllctt, 238#B© X 
ho IU--f hi<ffiEt40-p, PCRlft^ EcoRI-XhoI ?ftft LTt7^ d y 
U©ffi!l7 - DX^/7>y>D^i8*cDNA [Nagata et al. . Pro 
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c. Natl. Acad. Sci. USA. 88, 4020-4024 (1991)] CDN-5fcJSf?H£ t L tz 0 
. BcoRI McjfAL^o 

- K*S«#*P C R-pit«L"C521bp©£4&*#rt: 0 

c © B$ffl i 5 -r v - ©^sse^j ^J£(T tent-to 

forward primer : KF'J## 3 
reverse primer : lE^'Jf^ 4 

PCRI1 TaqDNAtf U > ^-^'C^SitttSDS-ffltK PCR^# 94°CT'5# 
PeSK 45°C-C I 3fcl>fyk 72°C-C ! 5tJ>rBl ; & 1 -fr-T^Ui LTCn^28t^ 9^r»fz 

O 

i)<, &&mn±-Ctil52mB(D?'T — > (G) ^t>656#gCDT-r^ > (A) £ 
WifllStt, 5' -5fcJ({|z BamHI-tf-'f r-#a*A3*U 3' -3fe«lCBcoRI*-r 

GEX-2T (7 7 *v>7ai!) ©EcoRI/BamHI it 4 HcifAL^o 

-*<»t>tl/to Cft*«ftfc«6oT IPTG 6H*3l*M DH5aX(iJM109£J£W 

fl*ncnnR8L r- d >t'>mm-fz c t & ^xm&x.mzf a * * y ? > y > 

J5fcl**£rlEliRLfco *»WIC100 ml ©JgS ^ t> ft 2 mgOBisM ^07^7 >-^> 

2a^©3iji©^ d- >S^©S{* (B. col i DH5a/pGDS2&.r/E. coli DH5a/p 
GDS7) JiOm^LtzD->yjU(DlO-20%^ J P7 : 4 -X> h *f A/~T* SDS-PAGE 
Z'a^tzimZkZm-? (HUH) o 

l^-> 1 (±55-^S-7-^ 2 ~ 5 £ 6 ~ 9 A<^-ti^n|5j— ^ d- 

> 7* JUT* -So U->2&tf6. b->3M7, L'->4&.O t 8ifcO : lC 
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o Is- > 2 &t>'6 T^^JNSkDa ft-j£Jcm ^6^' > KtelUi£ ^ ? g-^fc 
* GST#Rfi» (U->3&#7) Ttt'<:/Ri(3^<fc"B»£ftttU 0 JT 

n8ofc»^^<^J(o/<>KiGST^<>K (#^fi#j25kDa) a<Ba&£ 

SDS-PAGE ©MIA^ & . E. col i «t>T(i#^;a#<745kDaGST-7 n 7\9 7^ 
> y > D ^fijc^^ffii^ * >/< * If Of&T^lE U Fn>b*>l»ili:J;o T^fi 
*?j20kDaO^>y<^R*<#tb$n (l/->4*S«fctf8) . Lfc 

(2) iaM£.iSBj?S<DP3aS! 

>^>D^fifcK^500//g *§M§£^tr500tfl CD^^^-ZS^-L^ 3-5^1x7 

3 wfc^n-o^o cojc^^i/^ 3 >ioo// 1 ^-7^x cbalb/c) (Dmsamm 

OfiiTcaAL/:, tOEIfta^^ 3aiB«(c^|«Uc LT7 o > 

L Titan &g£*ro*: 0 mk. iiJo^i^*^ 3i@p a ^(c N ioo^g/200/z 

S J: 9PBS{c&#L^JO§l*^X-E&*:*?100/ i g C^iioCIMlca 

(3) aSSfflt^- 

C ©WJSI^&gfflSa 1 xi0 8 ®i. -7^7 x 5 ^o-vP3-X63-Ag8-Ul(P3-Ul)^ 1 
X10 7 <S, XttP3-X-63-A*8. 653tt 1 x £ £50% (W/V) PEC (#?*1.5<) 
0. Boehringer MannaheimtttM) 4 3_ e0iRO'Her2enberg©^S [Selected Met 
hods in Cellular Immunology, 351-371, W. H. Freeman fi Co.. USA press. 1980] 

(4) /Wry K-^<Dig#? 
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/*-f-r'J K-^j8#?(±, HAT igtfe [t^*-9">^>1.36mg/dl N T i S "f-r 
'J >19. 1/zg/dl, i y >387,ug/dL te^O'^ ->Ji£!Elfa^lO%&t>'OrigenHCF( 

(5) * S ? a-i-frRteomiR 

* d — Wt L fco 6<i£>? □ - >^£tTc^t^a-eSSt 5 C i i:,t 

DF&*fe50ml£ffll>T. 225cm«CD 7 5 X 3 rtT* 5 %C0 2 <D#£T\ 37^^? 4 B Pal 













t hJBfS 


9 6 0 


7 7 8 


1 5 


6 



'J K-?oit«i<fibn/:'>*^tt. r^JSffittBte^x/iMRj <t liUJfcW 1 (1 

#^t/t£Ml£0 xMRj i li ? d - - > ri: <t ^ -f 'J 0 

. 6F5, 7F5. 9A6. 10A3£<fr£U *M'tl<DmiAWt> < £.StT J 9 a-i- 
JVtrvfc$:*:n*tlfflm<D%WtLtZo <£*>\ _tfe«BSS<* (1B7. 6F5. 7F5, 9A6, 

ioa3) ti, xmmffim£ifrj:¥T.Mft.ffim3tm (B*i^ii^< imM 1 ti 

1#3^) JC, lB7J^ol->T(iFERM BP-5709 0S[*Fft B W-fS. 7 *f 9 21 B ) , 6F 
5ICO<.»TW:FERil BP-5710 (Hg^KH^fiE 7 9 321B) . 7F5Co^T (iFERM 

BP-5711 (HSHtB¥-f?K8 £ 6 B) » 9A6Co^TfiFERM BP-5712 (lg!«Fft 
B?fi!i8^6fl 6 B) , 10A3 t-O^TdFERM BP -5713 (flKS?S£-B¥fi)cfl *M 



PCT/JP96/03190 
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6 B) t LT^!€$tlT»,>4o 
(6) *y ? o-^/U*a#tf)g!i£ 
±12(5) ff7^7.yntaWlB7, 6F5. 7F5, 9A6, 10A3£-<"t7 xgd 

/ml ^/c 0 

^ n-^Uiaf*^ V^-f f>^+.y h (7^ + RPN29) ?• 

ffi^TlB7, 6F5©*Y t*>^^fro^i C^. *<C^^^5X*<IgGll?*0, & 



(1) EL ISA SKcfc^H-gotferf 

n^titz 6S©}n;f*f£50 / ul£-5JD£-fcK iiffTiD ELISA^rffl ^T* y * o -^;U 

f 2t 





1B7 


6B9 
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9A6 


10A3 


E. colijrtu 
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O 


O 


o 
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E. col i -5 -fe— f» 
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X 


X 


X 


X 


X 




O 


o 


O 


O 


X 


O 


CSFi/tH 


o 


o 


o 


X 


X 


X 



E. col i B. col i TR8!3iK 7 7 * w 

^kUt-Jii ^£if r** eTf * A ^^ 
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m2^<D*gm«t«9, 4>tt<£*>lB7, 6B9, 6F5CHL-Cid\ il^n^^r 
7 > > D tft tcfgfft L T I ^ t> © <h S>tltz 0 

(2) -}iX?>:Tn > : r^cJ:£#mfe©fcS* 
±fe&iiIii^II£16%^$-y>'^£^fcSDS-PAGEIC&L^ 



^3^ 





1B7 


6B9 


6F5 


9A6 


10 A3 


E. col i taJ^ 
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O 


O 


O 


O 


E. coi i 5 << -tr — h 


X 


X 


X 


X 


X 




O 


o 


o 


X 


O 



nzj i*j yn v h&) lig^ifc^n^^r? yiS'sDeaRmmofrtt (#/2o 

~30kD) £^L^ttg(c&tij£*U -7o**^5 >D^J5fc»*lc4Nlfl«jttt> 
<D~C&> S 1 £ titzo 

50ng"f oTT^^T L/co «ftfetcJ:»J^^ v«^K**feLfciC*(Silversta 
in) . m&U%LtpKte&®.V9 >'<91LWt>S>tl* u 7. ? ? 3 > iS > D 

^j£6i^te5H :L fi#j27kD©7 r o- Ktt'O Ki LTISto t>tlS 0 

-CCD* J t a-i-JURftCim, 6B9, 6F5, 7F5, 9A6, 10A3) litl^DX^^ 
> v> > D 6>j£R* ( 1/ - >B) t m L ^ttS(*^27kD)©#- 

C <btt < 'IS^n^^^ >^>D^gJc&££t&IilL-Ci.>Sc: 
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>7a yr* >yizmLtZo 3 miZ7ii-? 0 

iot-x 1B7, 6B9, 6F5. 7F5, 10A3T(i 7 >) i3 + --t?&SJw ' <SHM^L<^'< > 

<^**^-^- 7-)Xt;^D-t;l/M^^f>r+»; h (T^> + AfetSj, rpn- 

<-7F^"o Friguet ^CD^T&CFriguet et al. , J. Immunol. Methods, 77 

, 305-319, 1985) &BH>TE. col ittil&tfCSF £tJ[SC{C*fr SKdtt*flf£ L/c 0 







JMI 5£& (nM) 






E. coli tillg 


CSF}/tJ£ 


1B7 


igGi(A) 


5.4 


3.9 


6B9 


lgGi(/c) 


>1000 


>1000 


6F5 


igQi(A) 


13.2 


10.3 


7F5 


igGi(/c) 


0.65 


4.1 


9A6 


lgG2a(/c) 


7.42 


>1000 


10A3 


igGi(«) 


0.53 


3.9 



C©«fc^(ClB7 . 6F5 . 7F5 , 10A3fiE. col iffiHRO'CSF tftflR t 
St^SI^ISLTl^C tjWPi&j^cktt-afco 9A6 teE. coli$ygi<hl2i^ 

afntt«r^Lfc*<s csf «tJ»tttj&^Rjett***-r, s& 3 Ei©*tm tt 

^t>-)iX^yyD y-r^ > r 7? ttSJStt&TKL^ ^IsHiB. colit/t 
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«■ ei* l T i» s h © i t. tltz 0 

Hdi»LyiM(»*ff*iL, %tiz>ztt.mt its*; ?o-7-woxt h- 

^^h^^lTof;. ^STTffl WcPCR ^-©«EW*filTJC i£ 

JH£I& 4 EUc^f o ffih **il"??ffl«>»^:ttJfitt26*W(= C^ifeM 1 ( 1 ) ) tele 



f orward 


primer A 


(7 $ 


J KMl-7) 


: H£?iJ## 3 




forward 


primer B 


(7 i 


y®t#^7-12) 


: g£?'J#-^ 5 




forward 


primer C 


(7 ^ 


y BHW3-18) 


: 1£^J#^ 6 




forward 


primer D 


(7 i 


y SE#-^30-35) 


: Be?IJ#-^ 7 




forward 


primer E 


(7 $ 


y®?#-^52-57) 


: £?IJM 8 




forward 


primer F 


(7 i 


y ee#^-68-73) 


: B£7tJ#-^ 9 




forward 


primer G 


(7 S 


y &M85-90) 


: WMtt 1 


0 


forward 


primer H 


(7 i 


y lf#^-99-105) 


: ge?ij#-^- 1 


1 


forward 


primer I 


(7 i 


18-123) 


: K^'JS-^ 1 


2 


forward 


primer J 


(T i 


y &#-*§-134-139) 


: 1£?IJM 1 


3 


forward 


primer K 


(7 ^ 


/g?«152-158) 


: se?ij#-^ 1 


4 


reverse 


primer 


(T i 


/ ^#^"163-168) 


: E?iJ#^§- 4 




3§4EI«fcfrK 7F5 &.O'10A3liAla'-Val 5 . 


9A6 (iGln 13 - 


Asn 



r ,5 -Val" % 1B7 Rtf6B9 l±Gly " 8 -Pro' 33 +©E?'J£t&!£ fc© <h# 

(3) S^ftlSo^ftS! 
±ISE. col itftJ^^-ffl^T. ^n^^/7>v? > D^J&i^^S-r S tztbcon 

. 6F5 ZmtlQL, -f h L/c 0 £fc£H£x * h l/rh7b*y>-Bff9t 
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feSIi LTABTSCZ^' -7^;-^-(3-xf-;l/-^>yf7./ij >-6-X4/* > 
®0)£ffl^Tt h^nx*^ > i> >D ±&mizji ^m^.Ltz 0 IB 

7 {c^>l>TtiJ&5EK 6F5 i:ol>rii^ 6 EHc^^^^-r 0 

■l?3>y*y- H**JinL. -f^^-hLfco ISfeSSi LTABTS 

(2,2'-T> ! y-^-(3-i^yl/-^>'/^T'/'J >-6-xyl/^>gE))^ffi^Tt h 
^ox^^v >^>D^flK****lfcafticJ:0M3ELfco 1B7 i:oUt!^7 
EI> 6F5 {C^TiiSfS 8 ElKli^^o Sfl 5 ~ 8 El =fc *K > K-f -y^ELISA 

-^Uin;#lB7. X(*10A3> Xte7F5&—fc$i#.t x ;U v-f ? n ^ * 

-yu-ht^-f^n, 0.2X-t?5^>PBSTr:Tn ,,*>rL/c&, ##?L 
fcE. col itaJ^^-^Jn L v -f> + a ^-M/: 0 Sfc?H£. h"^-^ Wfc L/;^ U ^ 
n-^-7Hffc^Xtt*y *o-^;Uia#lB73gL< «7F5^L< tilOA3£ 2 &!?t{* 

SSi LTABTS (2, 2* -7i;;-i;-(3-x^.^></f7'/ij >-6-yUU*>ft 
))*fliHTfc h7"DX^r7 >*>D£]fcl***£JfcefctcJ:!9*JjtLfco 
S&9~ 1 1 EIKIS**^-*-. 
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SfS 1 0 Elte 1 fctiimz*; 9 n-^yUfit#10A3*ffil»fc»£-©*6*"e» &*&A 
Mit=f- WfclB7*ffll**:t>©1?*So 

t'^-f- >ftlB7*fflli*fc So 
]0 9 ~ 1 1 1 #ia#C10A3;Kl27F5£-ffll,\ 2 &ta#C f- Wfc# 

WtlB7*ffi »^*«*<»6n5: <k*<«IB Lfco 

(1) BH#fS&4»©k Vfu^^^y >v>>D 

U ^D-^HSff^Df-f >A7 7^ — f 4 - A? a^? 
{CctoTflKL. NHS-LC-Biotiirffc** KPIBRCEtt«)*ffll*T fcf**- Wfc L 

-hL/co ^feSKi LTABTS(2.2 , -T^y-^-(3-i^yW^>-/^ 

m 5* 





fc<*2 


&<*3 




fc#5 


23 


31 


20 


10 


18 
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(2) M<£©t ^DX^7 >^>D^»*©tfttij 

^6^ 





&m 


fcf*3 


fc#4 


fc#5 


0. 45 


0. 29 


0. 21 


0.41 


0. 26 



: WB/ml) 



(3) ^Tk^Ot HrnX*:X5>v>>D£-JS!cI**©lfcfcb 



&<*1 


&#2 


mm 


t*#4 




5. 5 


1. 2 


1. 3 


2. 9 


1. 8 



: u g/ml) 



C4) ff&^cDt h^u7^7 V^D-d-jmScDflfctf] 

$81 





l*#2 


&m 


&<*4 


tfc#5 


4. 1 


12 


23 


10 


8. 3 
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S&93I 





tfc#2 




&ffc4 


*M*5 


0.21 


0. 11 


0. 11 


0. 15 


0. 13 



: # g/ml) 



(6) K^fflk Y -fa 7. 9 73 > ^>D£fi£8fc&GD&tB 

mi oji 





fc#2 


t*f*3 


#fe&4 


^{^5 


1.07 


0.65 


2. 45 


1.62 


0. 32 



(^•{£ : U g/ml) 



&JC N HJfe^J2(3) T?fl=ll!L*=tf> K-f v^ELISA ©&(7F5*y * o— *-^$t 
©b b^nx^vvy^D^mO^U Ztit,(D¥-t%m C±SE) <hai 

{cTMBLUBSM^(Intergen-CDP *tU) *ffll*fco 

^mcDSiJ^fitO^^m 1 1^- AIL tftXffi$# 1 l&. BfC^fo 3*;. 
t H^tK. »»*ffl^Tig«©^j£l=J:»> th^nx^/7 > ^ >D£r6fcB*&* 
*»JjELyiWII (±SB) 1 1^. Alc^-To 
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m^m^i+sEXfi gAni) 


SSW&fS. 


38 


12.07 ±1.26 


MM 


12 


0.27 ±0.01 




10 


1.56 + 0.30* 




52 


2.55 ±0.22 


mm 


32 


13.01 ±1.72 



• 2 |8| m y oo^jsa ("9 ) 



B. 







(±SD)(^g/ml) 






12 


40 


Pepc, A. J. and Hochwald, G. M. (1967) Proc. Soc. 
Exp. Biol. 126,630-633' 




59 


26(±6) 


Link, H. and Olsson, J. E. (1972) Acta Neurol. 
Scandinav. 48, 57-68 




35 


27(±1.5) 


Olsson, J. E. ( Link, H., and Hiil ler.R. (1976) J. 
Neurol. Sci. 27, 233-245 


JSWfitiK 


192 


33(±11) 


Felgcnhauer, K., Schad lich.H. J. .and Nekic, M. 
(1987) Klin. Wochenschr. 65, 764-768 




25 


3.9(±0.16) 


Olsson, J. E., Link, H., and Nosslin, B. (1973) J. 
Ncurochem. 21, 1153-1159 


m 


15 


3.6—53.9* 


Whitsed, H. and Penny, R. (1974) Clin. Chim. Acta 
50, 119-128 
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2^JC^L^«fc^{C. ^TO-tf-y^NCfe^-CStftt @jRi£(98. 5 — 104. 6S0 A< 
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£ /a < ~f n x ^ 7 5 > >' > D &&M$k t ©❖R^tt^^-T C £ ri<a;j £ ^ £ /«£ o tz 

o 

HJfeW 2TfFi!lL^1f > K-T v ^ELISA©^(lB7*y ? o - ^- yl/ftf* x 
*E(lO0k 0iigosperroia)CD«f3!tlinm^O©7 p ax^^'-5 > ^ > D ^-fiESE^a 
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1.486tfg/mk £»^S&#T*te2.470±0.509#g/mlT'**K 
a<JI£>tl*iOfe&^P=0. 0008 (Mann - Whitney^ ), P=0. 0192(Fisher&) ; S£ 1 

Affi-Gel Hz immunoaff inity kit (Bio-Rad *±SS) *-ffll*T\ 1B7, 6F5. 7F5, 
9A6, 10A3©#*y ^ D-^7Htff*ffl(*f-* y^'J >^Ls CSF s&*£-7n X* 
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